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Résumé en
anglais
Woodhouse-Sakati syndrome (WSS) is a rare autosomal recessive disorder that
encompasses hypogonadism, deafness, alopecia, mental retardation, diabetes
mellitus and progressive extrapyramidal defects. The syndrome is caused by
mutation of the C2orf37 gene. Here we studied a cohort of seven new cases from
three ethnic backgrounds, presenting with the hallmarks of WSS, in an effort to
extend the mutational spectrum of this disorder. Genetic analysis revealed a novel
mutation in each of the four families investigated, of which three were nonsense
mutations and the fourth was a splice site ablation. We also examined a separate
collection of 11 cases presenting with deafness and dystonia, two constituents of
WSS, but found no pathogenic changes. This study doubles the number of known
mutations for this disorder, confirms that truncating mutations in C2orf37 are the
only known cause of WSS, and suggests that mutations in this gene do not contribute
significantly to cases presenting with isolated elements of WSS such as deafness and
dystonia. The lack of correlation between clinically expressivity of WSS and the site
of the eight truncating mutations strongly supports that they are equally null, while
the intrafamilial variability argues for an important role of modifiers in this disease.
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